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epsis is a burdensome condition worldwide in terms of

morbidity, mortality and financial cost to health systems. A

recent global task force report that was endorsed by 31
clinical societies defined sepsis as “life-threatening organ dysfunc-
tion caused by a dysregulated host response to infection.”* This
definition reflects impairment in organ function, but does not iden-
tify the cause of the impairment; sepsis may result from any sys-
temic infection, not only bacterial infections. We advocate for inclu-
sion of sepsis as a separate cause of morbidity and mortality in
frameworks that focus on the global burden of disease.

Although different organisms have varying virulence, overall
sepsis is associated with substantial hospital mortality of 25%-
30%? globally, which increases to 40%-50% in patients with com-
plications? and in lower-income countries.? An estimated 30 million
cases of sepsis each year result in more than 8 million deaths. This
number is likely an underestimate, however, because data on inci-
dence and outcomes are often poorly captured in low- and middle-
income countries where access to care is difficult.* In the United
States alone, spending on sepsis was estimated at US $20 billion
(5.2% of hospital costs) in 2011.° Despite its burden, sepsis is not
well recognized as a leading cause of death in its own right.

The collection of data on diagnosis, management and out-
comes specifically related to sepsis needs to be improved in line
with its global burden. Furthermore, better sharing of data and
experiences across health systems is required to make headway
on reducing rates.

Sepsis may result from, and is the final common pathway for
death and disability from, various infections including malaria,
respiratory tract infections, urinary tract infections and gastrointes-
tinal infections. Consequently, various traditional studies focus on
morbidity and mortality outcomes for single disease processes,
and then link to preventive measures and treatment strategies for
specific diseases. For example, the Global Burden of Disease study
recently characterized the leading causes of global morbidity and
mortality,® describing sepsis from the lens of neonatal and mater-
nal health.® Although it is important to identify the burden of indi-
vidual diseases (for example, tuberculosis or pneumonia), we fail to
examine the burden fully if we do not consider sepsis as a separate
contributor to morbidity and mortality. What’s more, without ade-
quate study of the particular risk factors for and outcomes follow-
ing sepsis, we cannot develop strategies for its optimal treatment.

When health care providers encounter a critically ill patient,
identifying the cause of sepsis is less important than the screening

KEY POINTS

® Sepsisis a leading killer worldwide, accounting for about
8 million deaths each year.

® Mortality for severe sepsis is between 15% and 30% in high-
income countries; it is 50% or higher in low-income countries.

® Health care providers must improve upon diagnosis,
context-based research and treatment options and follow-up
for mortality and morbidity after a patient’s discharge from
hospital.

® Broader engagement with all segments of society, including
multilateral organizations and donor and charitable
organizations engaged in global health, is needed for advocacy
to combat sepsis locally and globally.

and initial management of the common deranged physiology that
characterizes sepsis regardless of its cause. This approach is even
more relevant for health care workers in low- and middle-income
countries, who have limited resources with which to manage
patient care. For this reason, the new definition of sepsis requires
the presence of just two simple clinical features — increased respi-
ratory rate, altered mental status or reduced blood pressure — to
screen for the presence of sepsis.! If screening is positive, addi-
tional simple bedside tests and blood tests can be used to make a
diagnosis. The Surviving Sepsis Campaign’ has outlined interven-
tion bundles that should be given within three to six hours of a
patient presenting with sepsis. Notably, adequate sepsis manage-
ment can begin without identifying the underlying cause or micro-
organism. Despite the various causes, patients with sepsis and
septic shock exhibit profound cardiovascular dysfunction, and the
approach to their initial care is similar. For example, initial care
includes early administration of broad-spectrum antibiotics, infu-
sion of intravenous fluids to maintain hemodynamics and reduce
further organ dysfunction, and achieving source control when pos-
sible. A research agenda that identifies sepsis as a major contribu-
tor to mortality in its own right would help to shift focus away from
determining cause and toward rapid resuscitation with interven-
tions that could save lives.

As protocols for sepsis become well defined, categorizing sep-
sis as a disease may unify and organize health facility frameworks
required to manage sepsis. The need for structural facilities (prop-
erly equipped emergency departments and critical care units),
adequately trained health care providers, intravenous fluids and
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necessary antibiotics, and the financial resources to support these,
becomes clear. A focus on clearly identifying a patient as having
sepsis will help to ensure that health care providers recognize that
the patient is critically ill so as to begin rapid mobilization of life-
saving therapies. In addition, developing a framework around sep-
sis allows hospitals to develop care plans and to monitor, evaluate
and improve their timely delivery.

In an effort to advocate for greater awareness of sepsis and the
importance of its individual categorization as a condition of global
burden, the Global Sepsis Alliance® (GSA) is raising awareness
through its World Sepsis Day campaign and World Sepsis Declara-
tion. The alliance is calling for the development of national and
international registries, and for broad engagement with policy-
makers and governments to identify opportunities to improve data
collection, care processes and outcomes for patients with sepsis.
The United Kingdom has developed a series of measures to improve
outcomes from sepsis; in Germany, a nationwide action plan has
been formulated after a vigorous campaign by clinicians and policy-
makers.® The Global Sepsis Alliance is engaged in efforts to obtain a
United Nations resolution that would lead to the recognition of sep-
sis as a major public health threat and lead to increased attention
from governments and multilateral organizations.

Sepsis should be identified as a separate contributor to dis-
ability and death. Progress has been made in recent years to
describe sepsis and septic shock, and to outline the initial man-

agement of sepsis.! International organizations have developed
management algorithms, which could help standardize treat-
ment and monitor progress toward delivery of timely care. How-
ever, shifting the spotlight to sepsis as a distinct entity may set
the stage for a robust response to this important global contribu-
tor to the burden of death and illness.
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